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DNA 

AUTHOR(S) : Pljevaljcic, Goran; Pignot, Marc; Weinhold, Elmar 

CORPORATE SOURCE: Abteilung Physikalische Biochemie, Max-Planck-Institut 

fuer Molekulare Physiologie, Dortmund, D-44227, 

Germany 

SOURCE: Journal of the American Chemical Society (2003), 

125(12), 3486-3492 

CODEN: JACSAT; ISSN: 0002-7863 
PUBLISHER: American Chemical Society 

DOCUMENT TYPE: Journal 
LANGUAGE: English 

AB Sequence-specific labeling of DNA is of immense interest for anal, and 
functional studies of DNA. We present a novel approach for 
sequence-specific labeling of DNA using a newly designed fluorescent 
cof actor for the DNA methyltransf erase from Thermus aquaticus 
(M'TaqI) . Naturally, M-TaqI catalyzes the nucleophilic 

attack of the exocyclic amino group of adenine within the double-stranded 
5'-TCGA-3' DNA sequence onto the Me group of the cof actor 

S-adenosyl-L-methionine (AdoMet) leading to Me group transfer. The design 
of a new fluorescent cofactor for covalent labeling of DNA was based on 
three criteria: (1) Replacement of the methionine side chain of the 
natural cofactor AdoMet by an aziridinyl residue leads to 
M- Taql-catalyzed nucleophilic ring opening and coupling of the 
whole nucleoside to DNA. (2) The adenosyl moiety is the mol. 
anchor for cofactor binding. (3) Attachment of a fluorophore via a 
flexible linker to the 8-position of the adenosyl moiety does 
not block cofactor binding. According to these criteria the new 
fluorescent cofactor 8-amino [1 * » - (N* * -dansyl) -4 ' ' -aminobutyl] -5 * - (1- 
aziridinyl) -5 ' -deoxyadenosine (3) was synthesized. 3 binds about 4-fold 
better than the natural cofactor AdoMet to M-TaqI and is coupled 
with a short duplex oligodeoxynucleotide by M-Taql. The identity 
of the expected modified nucleoside was verified by electrospray 
ionization mass spectrometry after enzymic fragmentation of the product 
duplex. In addition, the new cofactor 3 was used to sequence-specif ically 
label plasmid DNA in a M- Taql-catalyzed reaction. 
REFERENCE COUNT: 29 THERE ARE 29 CITED REFERENCES AVAILABLE FOR THIS 

RECORD. ALL CITATIONS AVAILABLE IN THE RE FORMAT 
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AB The invention relates to methods, products and systems for analyzing 

nucleic acid mols. based on their in vivo methylation status. The methods 
can be used to obtain sequence information about the nucleic acid mols., 
to analyze differential gene expression associated with disorders, and to 
assess the efficacy of therapeutic treatments that affect methylation 
status . 
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Patent Application - First Publication 
CHEMICAL 
APPLICATION 
NUMBER OF CLAIMS: 106 

AB The invention relates to methods, products and systems for analyzing 
nucleic acid molecules based on their in vivo methylation status. The 
methods can be used to obtain sequence information about the nucleic acid 
molecules, to analyze differential gene expression associated with 
disorders, and to assess the efficacy of therapeutic treatments that 
affect methylation status. 

CLMN 106 
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AB Pyrazolopyridines I are disclosed [wherein: Rl = (un) substituted lower 
alkyl or cycloalkyl which may be interrupted by an O or N; R2 = H, halo, 
or lower alkoxy; R3 = independent substituent ( s ) ; and n = 1 to 4; or a 
salt thereof]. The compds . are adenosine antagonists, and are thus useful 
for the prevention and/or treatment of a wide variety of medical 
conditions, e.g., depression, dementia (e.g., Alzheimer's disease, 
cerebrovascular dementia, dementia accompanying Parkinson's disease, etc.) 
Parkinson's disease, anxiety, pain, cerebrovascular disease (e.g. stroke, 
etc.), heart failure, and the like. In particular, treatment of 
Parkinson's disease and/or associated symptoms is specifically claimed. Over 
330 example compds. are described. For instance, cyclization of 
l-amino-4-methoxypyridinium iodide with 3- (benzenesulf onyl ) -6- 
(phenylethynyl ) pyridazine, gave 3- ( 3-phenylsulf onylpyridazin-6-yl ) -5- 
methoxy-2-phenylpyrazolo [1, 5-a] pyridine . This compound was hydrolyzed at 
the phenylsulf inyl group, and the resultant pyridazinone was N-alkylated 
with NaH/DMF and iso-PrI to give title compound II. In radioligand binding 
assays, II had Ki values of 0.15 nM for human Al receptors and 1.38 nM for 
human A2A receptors. In an anticatalepsy test in mice, 6 tested example 
compds. I at 3.2 mg/kg orally completely suppressed the cataleptic effects 
of haloperidol at 0.32 mg/kg i.p. 

REFERENCE COUNT: 1 THERE ARE 1 CITED REFERENCES AVAILABLE FOR THIS 

RECORD. ALL CITATIONS AVAILABLE IN THE RE FORMAT 
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AN 2003-02723 BIOTECHDS 

AB DERWENT ABSTRACT: 

NOVELTY - Determining the concentration of free unbound hydrophobic 
Coenzyme A ester (I) in the sample by allowing at least one species of 
(I) to bind to the hydrophobic Coenzyme A binding construct (II) forming 
a complex of (I) and (II), is new. 

DETAILED DESCRIPTION - Determining the concentration of (I) 
comprises: (a) providing (II) exhibiting a first signal when unbound and 
exhibiting a measurably different second signal when bound to (I); (b) 
contacting the sample with the labeled (II) ; (c) allowing at least one 
species of (I) to bind to (II), forming a complex of (I) and (II); (d) 
detecting the signal from the complex; and (e) correlating the signal to 
the concentration of at least one species of (I) in the sample. 
INDEPENDENT CLAIMS are also included for the following: (1) a construct 
for binding (I) comprising a heterologous peptide capable of binding at 
least one species of (I), and a signal moiety; (2) a kit for detecting 
the concentration of (I) in the sample comprising at least a first 
construct according to (1), and a sample compartment for the application 
of the sample; (3) a nucleotide sequence encoding the heterologous 
peptide according to (1) ; (4) an expression vector and a cell comprising 
the nucleotide sequence in (3) ; and (5) determining the amount of free 
hydrophobic carboxylic acids and/or lipid constituents in the sample, 
comprising: (a) optionally fractionating the sample to obtain a 
substantially cell-free sample; (b) mixing the substantially cell-free 
sample with an amount of water-miscible organic solvent to precipitate 
proteins and obtain a solution of free fatty acids; and (c) subjecting a 
sample of the supernatant to a quantitative analysis determining the 
amount of free fatty acids in the sample. 

BIOTECHNOLOGY - Preferred Method: In determining the concentration 
of unbound (I), (I) comprises a heterologous peptide capable of binding 
at least one species of (I) and a signal moiety. The heterologous peptide 
comprises an acyl-Coenzyme A binding protein, or its variant or 
functional equivalent. The acyl-Coenzyme A binding protein comprises an 
amino acid sequence from any of the 30 fully defined sequences of 85-90 
amino acids, given in the specification, or its variant or functional 
equivalent. The variant or functional equivalent has at least 30-98% 
sequence identity to one of the 30 sequences mentioned above. The 
heterologous peptide comprises an acyl-CoenzymeA binding domain, or a 
bovine ACBP, its variant or functional equivalent. The heterologous 
peptide further comprises a cysteine or lysine residue for binding the 
signal moiety. One native amino acid in the heterologous peptide has been 
substituted by a lysine or cysteine residue for binding the signal 
moiety. The residue is selected from the amino acid residues aligning the 
acyl-Coenzyme A binding domain, or having van der Waals* contact with a 
bound hydrophobic Coenzyme A ester, or amino acid residues being within 5 
A from a bound hydrophobic Coenzyme A ester, or making up the 
alpha-helices of the heterologous peptide. The heterologous peptide 
comprises a first alpha-helix, Al, a second alpha-helix, A2, a third 
alpha-helix, A3 and a fourth alpha-helix, A4 . The heterologous peptide 
further comprises a N-terminal peptide linked to Al, an A1-A2 linking 
peptide, an A2-A3 linking peptide, an A3-A4 linking peptide, and 
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optionally an N-terminal peptide linked to the C-terminal of A4 . The 
N-terminal peptide comprises at least 3-100 amino acids. The A1-A2 
linking peptide comprises 5 to 9 amino acids, the A2-A3 linking peptide 
comprises 14 to 15 amino acids, the A3-A4 linking peptide comprises 2 
peptides, and the optional C-terminal peptide comprises at least 1-1000 
amino acids. The substituted amino acid is selected from amino acids 
number 3 and 4 of the A1-A2 linking peptide, or amino acid number 13 and 
14 of the A2-A3 linker. Al, A2, A3, A4 comprises 12, 16, 12 and 20 amino 
acid residues, respectively. The substituted amino acid residue is 
selected from amino acids number 6, 9, 10, and 12 of Al; amino acids 
number 4, 5, 7, 8,11, and 12 of A2; amino acids number 3 and 4 of A3; and 
amino acid number 9 of A4 . The heterologous peptide comprises the bovine 
ACBP and the native amino acid being replaced by a cysteine residue is 
selected from Met-24, Leu-25, Ala-53, Asp-21, Lys-50, Lys-54, Lys-18, 
pro-19, Ala-9, Tyr-31, Lys-32, Tyr-28, Tyr-73, Val-12, Lys-13, Leu-15, or 
Ile-27. Preferably, the native amino acid is selected from Met-24, 
Ala-53, and Lys50. The N-terminal peptide comprises an affinity tag such 
as a poly His tag, preferably a polyHis tag of at least 5-20 residues. 
The complex formed though the detection of signal has a KD below 2 
microM-0.1 nM, and a higher KD with respect to the other species of (I). 
The one species of (I) is selected from acyl Coenzyme A esters having a 
C2, C4, C6, C8, CIO, C12, C14, C16, C18, C20, C22, C24, C26 acyl group, a 
saturated, mono-unsaturated or polyunsaturated acyl group, an acyl group 
comprising a cis double bond, an acyl group comprising a trans double 
bond, an acyl group comprising a ring structure, or an acyl group 
comprising a side chain. The signal comprises a fluorescence, 
chromogenic, chemiluminescence or photoluminescence . The detected signal 
is the second signal while the first signal is essentially zero, where 
the detected signal is the difference between the first and second 
signal. The detected' signal is essentially proportional to the amount of 
(I), or at least one species of Coenzyme A in the sample. The detected 
signal from a first species of hydrophobic Coenzyme A ester is 
essentially 0 and the detected signal from a second species of 
hydrophobic Coenzyme A is essentially proportional to the amount of the 
second species in the sample. The first species comprises a saturated or 
monounsaturated species and the second species comprises an unsaturated 
or polyunsaturated species or vice versa. The first species further 
comprises a species with a cis-double bond and the second species 
comprises a trans-double bond or vice versa. Furthermore, the first 
species comprises a double bond and the second species comprises a double 
bond in another position. The detected signal is essentially proportional 
to the amount of a group of hydrophobic Coenzyme A esters in the sample. 
The group comprises Coenzyme esters with C2-C6, C8-C12, C12-C16, C16-C20, 
C12-C20 or C22-C24 acyl groups. The group further comprises Coenzyme A 
esters with a C6-C10, C10-C14, C14-C18, C18-C22, C4-C8, C8-C16, or C4-C12 
acyl groups, or an acyl group comprising more than 20 carbon atoms. The 
method further comprises converting the hydrophobic acids to (I) , or 
triglycerides and phospholipids to glycerol and fatty acids, prior to the 
providing step. The conversion is catalyzed by acyl Coenzyme A ligase, 
lipase, or phospholipase Al and/or phospholipase A2 . The conversion 
comprises acid or basic ester hydrolysis . The sample is selected from 
blood, urine, milk, tears, feces, sperm, cerebrospinal fluid, nasal 
secrete, food, feed and mixtures, dilutions, or their extracts. 
Determining the amount of free hydrophobic carboxylic acid(s) and/or 
lipid constituents in a sample comprises sample from blood, urine, milk, 
team, feces, sperm, cerebrospinal fluid, nasal secrete, food, feed and 
mixtures, dilutions, or their extracts. The sample comprises a blood 
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sample and the substantially cell-free sample is serum. The solvent is 
selected from acetone, acetonitrile, dioxane, dimethyl sulfoxide, or 
dimethyl formamide. The solvent is preferably a low molecular weight 
alcohol. The low molecular weight alcohol is selected from ethanol, 
methanol, 1-propanol, 2-propanol, or cyclopropanol, preferably 96% (v/v) 
ethanol. The method further comprises diluting a sub-sample of the 
solvent comprising the free fatty acids in a reaction mixture and 
performing the determination of concentration of free unbound hydrophobic 
Coenzyme A ester. The method also comprises gas chromatography, HPLC, or 
binding to a f luorescently modified fatty acid binding protein. Preferred 
Construct: The signal moiety of the construct comprises a fluorescent, 
chemi luminescent, photoluminescent, or chromogenic moiety. The signal 
moiety exhibits a first signal when the construct is unbound and a 
measurably different second signal when the construct is bound to a 
hydrophobic-Coenzyme A ester. The signal moiety comprises 
( 6-bromoacetyl-2-dimethylaminonaphtalene) BADAN. The fluorescent moiety 
comprises a compound selected from acrylodan; 5-dimethylaminonaphthalene- 
1-sulfonyl aziridine (danzyl aziridine) ; 4-(N-(2- 

iodoacetoxy) ethyl) -N-methylamino) -7-nitrobenz-2-oxa 1,3 diazole ester 
(lANBDE) ; 4- (N- (2-iodoacetoxy ) ethyl) -N-methylamino) -7-nitrobenz-2-oxa 1, 3 

diazole amide (lANBDA) ; 6-acryloyl-2-dimtheylaminonaphthalene 
(acrylodan) ; N (7-chlorobenz-2-oxa-l, 3-diazyl-4-yl) sulf onyl morpholine; 

4- chloro-7-nitrobenz-2oxa-l, 3-diazole (NED chloride); didansyl-L-cystine; 
N,N ' -dimethyl-N- (iodoacetyl ) N * - ( 7-nitrobenz-2-oxa-l , 3-diazo-4- 

yl ) ethylenediamine (lANBD amide); 7 f luorobenz-2-oxa-l, 3-diazole-4- 
sulfonamide (ABD-F) ; 4-fluoro-7-nitrobenz-2-oxa-l, 3-diazole (NBD 
fluoride) ; 2- (4 ' - (iodoacetamido) anilino) naphtalene-6-sulf onic acid, 
sodium salt (lAANS); 5- (( (2-iodoacetyl) amino) ethyl) amino) naphthalene-1- 
sulfonic acid ( 1 , 5-lAEDANS ) ; 2- ( 4 * -maleimidylanilino) naphtalene-6- 
sulfonic acid (MIANS) ; N- ( Ipyreneethyl ) iodoacetamide; 
N- ( 1-pyrene) iodoacetamide; N- ( 1-pyrene ) maleimide; N-(l- 

pyrenemethyl ) iodoacetamide (PMIA amide); Ipyrenemethyl iodoacetate (PMIA 
ester) ; N- ( 1-pyrenepropyl ) iodoacetamide) ; 1- (2 , 3-epoxypropyl ) -4- ( 5- ( 4- 
methoxyphenyl ) oxazol-2-yl) pyridinium trif luoromethanesulf onate (PyMPO 
epoxide) ; erythrosine-5-iodoacetamide; f luorescein-5-maleimide; 

5- iodoacetamidof luorescein (5-lAF) ; 6-iodoacetamidof luorescein (6-lAF); 
1- (2-maleimidylethyl) -4- (5- ( 4-methoxyphenyl ) oxazol-2-yl ) pyridinium 
methanesulf onate (PyMPO maleimide) ; Oregon Green (TM) 4 88 iodoacetamide 
mixed isomers; tetramethylrhodamine-5- iodoacetamide (5-TMRIA) single 
isomer; tetramethylrhodamine-5-maleimide single isomer; 
tetramethyirhodamine-6-maleimide single isomer; Texas Red (RTM) C5 
bromoacetamide; Texas Red C2 maleimide. The construct comprises the 
second signal moiety as described above. Preferred Kit: The kit comprises 
an acyl. Coenzyme A synthetase, coenzyme A, adenosinetriphosphate 

, Mg++, an antioxidant, and buffer. The kit further comprises 
pryrophosphatase; lipase and buffer; phospholipase A1/A2 and buffer; 
esterase specific for cholesterol esters; or albumin. The compounds are 
preferably f reeze-dried. The hydrophobic Coenzyme A ester-binding 
construct is immobilized. The construct is immobilized in at least 2-5 
different spaces. The kit comprises a second, third, fourth and fifth 
construct. Each construct has a KD with respect to at least one species 
or a group of species of hydrophobic Coenzyme A esters, which is 
substantially lower (preferably 10-100 times lower) than the KD of the 
other construct (s) with respect to this species or group of species. The 
first construct is a fluorescence acyl-CoA sensor 1 (FACT 24) and the 
second construct is a fluorescence acyl-CoA sensor 2 (FACI 53) . 

USE - The method is useful for analyzing blood samples. The 
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constructs are useful for measuring free acyl-CoA concentrations of 
physiological important, highly amphiphatic, medium and long-chain 
acyl-CoA esters. The kit is useful for detecting the concentration of 
hydrophobic Coenzyme A ester (claimed) . 

ADVANTAGE - The method provides an easy and convenient extraction of 
free hydrophobic acids and lipids with the simultaneous precipitation of 
proteins that may interfere with the quantitative determination. The 
method also provides a peptide comprised in the construct with high 
affinity to hydrophobic CoA esters. The KD of the construct with respect 
to hydrophobic CoA esters is lower in magnitude than the affinity of 
prior constructs used for binding of fatty acids. Due to this increased 
binding affinity, the interference of other potential sinks for 
hydrophobic CoA esters with the binding assays is markedly reduced, and a 
much more precise estimation of the concentration of the hydrophobic CoA 
esters resulted. 

EXAMPLE - FAC124 (4 microM) was incubated in a reaction mixture 
containing: 100 mM Tris/HCl pH 7.4, 1 mm DTT, 2 mM EDTA, 4 mM Mg(Cl)2, 4 
mM ATP, 60 microM CoA, 0.30 units/ml Acyl-CoA synthetase and 0,06 
units/ml Pyrophosphatase at 37degreesC for 30 minutes. The reaction was 
started by addition of human serum or free fatty acid standard bound to 
equimolar amounts of bovine serum albumin. One ml of the reaction mix was 
added to different amounts of 50 microM palmitic acid to a final 
concentration of 0.5, 1.0, 1.5, 2.0, 2.5, 3.0 and 6.0 microM. One ml of 
the reaction mix was added to different amounts of plasma 0, 1, 1.5, 2.0, 
2.5, 3.0, 3.5, 4.0, and 4.5 psiL. The mixtures were incubated for 30 
minutes at 37degreesC and then the samples were excitated at 400 nm and 
the emission was measured at 470 nm. Results showed that FAC124, a badan 
labelled fluorescent modified acyl-CoA indicator, is a highly specific 
and extremely sensitive probe for free non-esterif ied fatty acids after 
conversion to acyl-CoA esters and free C8- to C20-acyl-CoA esters in 
aqueous in the low nM range. (115 pages) 
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ultrasound contrast agents, comprising a suspension in an aqueous 
carrier liquid of a reporter comprising gas-containing or gas-generating 
material, said agent being capable of forming at least two types of 
binding pairs with a target. 
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AB This invention relates to compounds of the formula 



3 Drawing Page(s) 



##STR1## 



or an optical isomer thereof wherein R.sup.l and R.sup.2 are the same or 
different and are an alkyl or alkenyl group of 6 to 24 carbon atoms; 
R.sup.3, R.sup.4 and R.sup.5 are the same or different and are alkyl of 
1 to 8 carbon atoms, aryl, aralkyl of 7 to 11 carbon atoms, or when two 
or three of R.sup.3, R.sup.4, and R.sup.5 are taken together to form 
quinuclidino, piperidino, pyrrolidine, or morpholino; n is 1 to 8; and X 
is a pharmaceutically acceptable anion. 
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NOVELTY - Determining the concentration of free unbound hydrophobic 
Coenzyme A ester (I) in the sample by allowing at least one species of (I) 
to bind to the hydrophobic Coenzyme A binding construct (II) forming a 
complex of (I) and (II), is new. 

DETAILED DESCRIPTION - Determining the concentration of (I) 
comprises : 

(a) providing (II) exhibiting a first signal when unbound and 
exhibiting a measurably different second signal when bound to (I) ; 

(b) contacting the sample with the labeled (II); 

(c) allowing at least one species of (I) to bind to (II), forming a 
complex of (I) and (II); 

(d) detecting the signal from the complex; and 

(e) correlating the signal to the concentration of at least one 
species of (I) in the sample. 

INDEPENDENT CLAIMS are also included for the following: 

(1) a construct for binding (I) comprising a heterologous peptide 
capable of binding at least one species of (I), and a signal moiety; 

(2) a kit for detecting the concentration of (I) in the sample 
comprising at least a first construct according to (1), and a sample 
compartment for the application of the sample; 

(3) a nucleotide sequence encoding the heterologous peptide according 
to (1); 

(4) an expression vector and a cell comprising the nucleotide 
sequence in (3) ; and 

(5) determining the amount of free hydrophobic carboxylic acids 
and/or lipid constituents in the sample, comprising: 

(a) optionally fractionating the sample to obtain a substantially 
cell-free sample; 

(b) mixing the substantially cell-free sample with an amount of 
water-miscible organic solvent to precipitate proteins and obtain a 
solution of free fatty acids; and 

(c) subjecting a sample of the supernatant to a quantitative analysis 
determining the amount of free fatty acids in the sample. 

USE - The method is useful for analyzing blood samples. The 
constructs are useful for measuring free acyl-CoA concentrations of 
physiological important, highly amphiphatic, medium and long-chain 
acyl-CoA esters. The kit is useful for detecting the concentration of 
hydrophobic Coenzyme A ester (claimed). 

ADVANTAGE - The method provides an easy and convenient extraction of 
free hydrophobic acids and lipids with the simultaneous precipitation of 
proteins that may interfere with the quantitative determination. The 
method also provides a peptide comprised in the construct with high 
affinity to hydrophobic CoA esters. The KD of the construct with respect 
to hydrophobic CoA esters is lower in magnitude than the affinity of prior 
constructs used for binding of fatty acids. Due to this increased binding 
affinity, the interference of other potential sinks for hydrophobic CoA 
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esters with the binding assays is markedly reduced, and a much more 
precise estimation of the concentration of the hydrophobic CoA esters 
resulted. 
Dwg. 0/14 
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upon aberrant methyltransf erase enzymes. Aziridination of the 
5' position of adenosine was effected by convergence of suitably 
protected 5 * -aminoadenosine with various dibromopropionates . The economy 
and high yields for this route to said aziridine-based cofactors is highly 
amenable to large-scale chem. which no doubt will be vital to their 
development as therapeutics and biochem. tools. 
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AB Cationic cytofectins and liposomes comprising the same are disclosed 
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which are especially useful for delivering exogenous compounds into 
cells in vitro and in vivo. The liposomes may comprise (a) a neutral 
lipid such as dioleoylphosphatidyl-ethanolamine (DOPE) or similar 
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other lipid-like structures and (b) one or more of the cationic 
cytofectins provided herein. The invention provides transfection kits 
and methods for delivery of exogenous compounds into cells. 
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ultrasound contrast agents, comprising a suspension in an aqueous 
carrier liquid of a reporter comprising gas-containing or gas-generating 
material, said agent being capable of forming at least two types of 
binding pairs with a target. 
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Patent 
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GI 




AB Aziridine derivs . [I; X=N, CH; Y-N, CR3; R1,R3=H, 3H, 

NH(CH2}nNHR4, NH ( C2H50) nC2H5NHR4 ; R4=f luorophore, affinity tag, 
crosslinking agent, peptides, etc.; n=l-5000; R2=R1, CH2CH (COOH) (NH2 ) ] are 
disclosed which can be used as cofactor for S-adenosyl 

-L-methionine-dependent methyltransf erases . I and methyltransf erases may 
be used to label nucleic acids and proteins. Thus, I (X,Y=N; R1,R2=H) was 
synthesized and used to label double-stranded oligonucleotide substrates 
of DNA methyltransferase TaqI and Hhal. 
REFERENCE COUNT: 3 THERE ARE 3 CITED REFERENCES AVAILABLE FOR THIS 

RECORD. ALL CITATIONS AVAILABLE IN THE RE FORMAT 
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onal model for the covalent interstrand DNA cross-linking of 
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ABEX 



the antitumor agent azinomycin B was developed based on Monte Carlo 
simulations of the 4 possible monoalkylation species and an examination 
of the low energy conformations of the cross-linked agent. The model was 
generated using a suitably modified version of the AMBER force field via 
the experimentally determined triplet DNA target sequence 5*-d(GCT)-3* in 
both the native B-form and containing a preformed intercalation site. 
Evidence indicated that cross-linking occurred via initial alkylation of 
the adenosine by the aziridine CIO followed by 
alkylation of the guanosine by the epoxide C21. 
(WS) 
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TITLE: Synthesis of 5 ' -N- (2- [ 18F] Fluoroethyl) - 

carboxamidoadenosine : a promising tracer for 
investigation of adenosine receptor system by PET 
technique 

Lehel, Sz.; Horvath, G. ; Boros, I.; Mikecz, P.; 
Marian, T.; Szentmiklosi , A. J.; Tron, L. 
Positron Emission Tomograph Centre, University Medical 
School of Debrecen, Debrecen, H-4026, Hung. 
Journal of Labelled Compounds & Radiopharmaceuticals 
(2000), 43(8), 807-815 
CODEN: JLCRD4; ISSN: 0362-4803 
John Wiley & Sons Ltd. 
Journal 
English 

CASREACT 133:222946 
5 '-N- (2- [18F] Fluoroethyl) -carboxamidoadenosine ( [18F] FNECA) , a promising 
18F-labeled adenosine agonist has been prepared by two different synthetic 
routes. In the first, [ 18F] fluoride was reacted with 5 ' -N, N-ethylene- 
2 * , 3 ' -0-isopropylidenecarboxamido-adenosine and, after removing the 
protective group, [18F] FNECA was obtained in a low radiochem. yield 
(1±1%, meanfsd, n=7, decay corrected) . In the second, 

2- [18F] fluoroethylamine was synthesized according to the literature and 
reacted with 2 * , 3 ' -O-isopropylideneadenosine-5 • -uronic acid in the 
presence of a coupling agent. The following hydrolysis step provided the 
[18F] FNECA with a modest radiochem. yield (24±9%, n=17, based on 
[ 18F] f luoride-activity) . After purification by preparative reverse phase HPLC 
18.9-166.5 MBq (0.51-4.5 mCi ) [18F] FNECA was obtained with a specific 
activity of 2.35±1.14 TBq/mmol (63.5±30.9 Ci/mmol, n=3) . The total 
synthesis took 200 min and the decay corrected radiochem. yield based on 
[18F]F- activity was 17±9% (n=5) with more than 99.9% radiochem. 
purity. This second route provides sufficient [18F] FNECA for the 
subsequent biol. evaluation using PET-technique . 
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PRIORITY APPLN. INFO: US 1998-79758 19980515 
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AB WO 9959556 A UPAB: 20000218 

NOVELTY - Microcapsule (I) comprises immiscible liquid phases (124,128) 
with one or more energy absorbing components (136) (II) enclosed in outer 
polymer membrane (III) (122) (II) in contact with (III) has higher 
specific absorption rate of magnetic, radio frequency, microwave and 
ultrasound than the specific absorption rate of (II) and (III). 

DETAILED DESCRIPTION - INDEPENDENT CLAIMS are also included for the 
following: 

(i) composition comprising (I) containing magnetic particles having 
Curie point higher than the melting temperature of (III) , where the 
magnetic particles in first portion and second portion have different 
Curie points; 

(ii) controlling the release of drug by exposing drug solution 
comprising (I) to an energy source effective to heat the internal 
component and release the drug by melting or portion of (III) ; and 

(iii) production of (I) , 

USE - (I) comprising anticancer drugs photofrin or dibenzoporphyrin 
when infused into an artery upstream of tumor in conjunction with 
hyperthermal therapy is useful in treating tumor. (I) is useful for 
delivering anticancer drug, arits precursor, an anesthetic, an 
antibiotic, an antifungal, an antiviral, antiparasitic, 

anti-inflammatory, thrombolytic agents into humans . ' 

ADVANTAGE - Can release the drug without damaging the surrounding 
tissues and coencapsulation of radio contrast medium enables the 
oncologist to monitor delivery of antitumor (I) to target tumors using 
computerized tomography and radiography. Since the outer membrane of (I) 
is not recognized by immune cells and amount of drug delivered to tissues 
is increased. Multilayered microcapsule can entrap multiple drugs 
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hydrophobic and hydrophilic compartments in (I) permits delivery of both 
water soluble and non-water soluble drugs in same microcapsule. 

DESCRIPTION OF DE^WING(S) - The figure shows the schematic drawing 
of drug or enzyme contained in microcapsule. 

Outer polymer membrane; 122 

Liquid phases; 124,128 

Metal particle 136 
Dwg, lA/2 



L3 ANSWER 21 OF 60 
ACCESSION NUMBER: 
TITLE: 



BIOTECHNO COPYRIGHT 2003 Elsevier Science B .V. DUPLICATE 
1999:29455575 BIOTECHNO 

Palladium-catalyzed amination of 6-chloropurine . 
Synthesis of N.sup.6- substituted adenosine analogues 
Barends J.; Van der Linden J.B.; Van Delft F.L.; 
Koomen G.-J. 

J. Barends, Laboratory of Organic Chemistry, Institute 
of Molecular Chemistry, University of Amsterdam, 
Nieuwe Achtergracht 129, NL-1018 WS Amsterdam, 
Netherlands . 

Nucleosides and Nucleotides, (1999), 18/9 (2121-2126) 
CODEN: NUNUD5 ISSN: 0732-8311 
Journal; Article 
United States 
English 
English 
BIOTECHNO 

Room-temperature treatment of persilylated 6-chloro-9-p-D- 
ribof uranosylpurine with a variety of aliphatic and aromatic amines, in 
the presence of Pd. sup . 2 (dba ) . sub . 3, BINAP and base, leads to 
N. sup. 6-substituted adenosine analogues in fair to good yields. 
Coupling of chloropurine with a chiral aziridinyl diester is 
applied in the synthesis of a potential adenylosuccinate lyase inhibitor. 



AUTHOR 



CORPORATE SOURCE: 



SOURCE : 

DOCUMENT TYPE: 
COUNTRY: 
LANGUAGE : 
SUMMARY LANGUAGE: 
AN 1999:29455575 
AB 



L3 ANSWER 22 OF 60 
ACCESSION NUMBER: 
TITLE: 



INVENTOR (S) : 



PATENT ASSIGNEE (S) 



USPATFULL 

97:33507 USPATFULL 

N-[(o, (to-l ) -dialkyloxy] - and N- [(o, 
(oo-l) -dialkenyloxy] -alk-l-yl-N, N, 

N-tetrasubstituted ammonium lipids and uses therefor 
Eppstein, Deborah A., Menlo Park, CA, United States 
Feigner, Philip L., Los Altos, CA, United States 
Gadek, Thomas R. , Oakland, CA, United States 
Jones, Gordon H., Cupertino, CA, United States 
Roman, Richard B., Fairhope, AL, United States 
Syntex (U.S.A.) Inc., Palo Alto, CA, United States 
(U.S. corporation) 



NUMBER 



KIND 



DATE 



PATENT INFORMATION: 
APPLICATION INFO.: 
RELATED APPLN. INFO. 



US 5622712 
US 1994-237807 
Division of Ser. No. US 
1993, now patented, Pat 
division of Ser. No. US 
1990, now patented, Pat 
division of Ser. No. US 
1990, now patented, Pat 
division of Ser. No. US 



19970422 
19940504 (8) 

1993-15738, filed on 10 Feb 
No. US 5336502 which is a 

1990-614412, filed on 16 Nov 
No. US 5208036 which is a 

1990-524257, filed on 15 May 
No. US 5049386 which is a 

1989-428815, filed on 27 Oct 



27/03/2003<L> 16:28 



Page 22 



DOCUMENT TYPE: 
FILE SEGMENT: 
PRIMARY EXAMINER: 
LEGAL REPRESENTATIVE: 
NUMBER OF CLAIMS: 
EXEMPLARY CLAIM: 
NUMBER OF DRAWINGS: 
LINE COUNT: 
CAS INDEXING IS AVAILABLE FOR THIS PATENT 
AB 



1989, now patented, Pat. No. US 4946787 which is a 
division of Ser. No. US 1987-114809, filed on 29 Oct 
1987, now patented, Pat. No. US 4897355 which is a 
continuation-in-part of Ser. No. US 1986-877916, filed 
on 24 Jun 198 6, now abandoned which is a 
continuation-in-part of Ser. No. US 1985-689407, filed 
on 7 Jan 1985, now abandoned 
Utility 
Granted 

Azpuru, Carlos 
Heller Ehrman White 
7 
1 

3 Drawing Figure{s); 
3038 



& McAuliffe 



3 Drawing Page(s) 



This invention relates to compounds of the formula ##STR1## or an 
optical isomer thereof wherein R.sup.l and R.sup.2 are the same or 
different and are an alkyl or alkenyl group of 6 to 24 carbon atoms; 
R.sup.3, R.sup.4, R.sup.5 are the same or different and are alkyl of 1 
to 8 carbon atoms, aryl, aralkyl of 7 to 11 carbon atoms, or when two or 
three of R.sup.3, R.sup.4, and R.sup.5 are taken together to form 
quinuclidino, piperidino, pyrrolidine, or morpholino; n is 1 to 8; and X 
is a pharmaceutically acceptable anion. 
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40 

^ABSTRACT IS AVAILABLE IN THE ALL AND lALL FORMATS* 
A series of 31 side-chain-modified analogs of cholesterol, zymosterol, 
lanosterol, and cycloartenol and the steroidal alkaloids solasodine and 
solanidine were studied as inhibitors of (S)-adenosyl 
-L-methionine : Delta (24 (25) ) -sterol methyl transferase (SMT) enzyme 
activity from Saccharomyces cerevisiae. Two classes of sterol methylation 
inhibitors were tested: substrate analogs, including mechanism-based 
inhibitors, and transition state analogs. Several novel sterol methylation 
inhibitors that contained an aza, aziridine. Or ammonium group 
in the sterol side chain were prepared and tested for the first time. The 
degree and kinetic pattern of methylation inhibition were found to be 
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influenced by the position and nature of the variant functional group 
introduced into the side chain. The most potent inhibitors of SMT enzyme 
activity were transition state analog inhibitors (K-i values of 5 to 10 
nM) that mimicked the structure and conformation of the natural substrate 
presumed to form in the ternary complex generated in the transition state. 
Steroidal alkaloids were potent competitive inhibitors with a values 
ranging from 2 to 30 mu M, which is about the K-mapp of zymosterol, ca . 27 
mu M. An isosteric analog of the natural substrate, zymosterol, in which 
the 26/27-gem-dimethyl groups were joined to form a cyclopropylidene 
function is shown to be a potent irreversible mechanism-based inactivator 
of SMT enzyme activity that exhibits competitive-type inhibition, K-i 48 
mu M with a K-inact of 1.52 min(-l). Mechanistic implications of these 
results provide new insights into the topology of the ternary complex 
involving sterol-AdoMet-enzyme . (C) 1997 Academic Press. 
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7VB This invention relates to compounds of the formula ##STR1## or an 
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optical isomer thereof wherein R.sup.l and R.sup.2 are the same or 
different and are an alkyl or alkenyl group of 6 to 24 carbon atoms; 
R.sup.3, R.sup.4 and R.sup.5 are the same or different and are alkyl of 
1 to 8 carbon atoms, aryl, aralkyl of 7 to 11 carbon atoms, or when two 
or three of R.sup.3, R.sup.4, and R.sup.5 are taken together to form 
quinuclidino, piperidino, pyrrolidino, or morpholino; n is 1 to 8; and X 
is a pharmaceutically acceptable anion. 
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optical isomer thereof wherein R.sup.l and R.sup.2 are the same or 
different and are an alkyl or alkenyl group of 6 to 24 carbon atoms; 
R.sup.3, R.sup.4 and R.sup.5 are the same or different and are alkyl of 
1 to 8 carbon atoms, aryl, aralkyl of 7 to 11 carbon atoms, or when two 
or three of R.sup.3, R.sup.4, and R.sup.5 are taken together to form 
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quinuclidino, piperidino, pyrrolidine, or morpholino, n is 1 to 8; and X 
is a pharmaceutically acceptable anion. 

CAS INDEXING IS AVAILABLE FOR THIS PATENT. 
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Vitamin B6 and cancer: synthesis and occurrence of 
adenosine-N6-diethylthioether-N-pyridoximine-5 * - 
phosphate, a circulating human tumor marker 
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Journal 
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West Virginia Univ., 



H2O3POCH2 




AB In the course of studies aimed at deciphering the metabolic 

transformations of [3,4-14C] and [ 3H] C6-pyridoxine hydrochloride by 
tumor-bearing rats and tumor cells in culture, biosynthesis of a novel 
labeled product was observed Its production began with the onset of tumor 

growth 

and increased as cell proliferation increased. Chem. , enzymic, precursor 
labeling, and anal, tests on the isolated product indicated this product 
as adenosine-N6-diethylthioether-N-pyridoximine-5 ' -phosphate [(compound 1); 
I] . In confirmation, the chem. synthesis and characterization of compound 1 
are presented in this study. In addition, blood samples from 28 normal 
subjects, 28 cancer patients with different malignancies, and 39 patients 
with a variety of other-than-cancer ailments were screened for compound 1 on 
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a blind basis using reverse-phase ion-paired high-performance liquid 
chromatog. The results show that the level of the vitamin B6 conjugate in 
the circulation of control subjects, cancer patients in remission, and 
patients with other diseases was only minimal. Cancer patients with 
active disease had 3-4-fold higher levels. The authors' results also 
confirm previous findings regarding the structure of compound 1 and shows 
its potential value as a circulating human tumor marker that could be 
successfully used for cancer detection. 
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* STRUCTURE DIAGRAM TOO LARGE FOR DISPLAY - AVAILABLE VIA OFFLINE PRINT * 

AB Under mild aqueous conditions (50°, pH range 6-7) N (1 )- (2-aminoethyl) - 

adenosine I can be converted to N6- (2-aminoethyl) -adenosine II by Dimroth 
rearrangement at unexpectedly high rate. In a parallel reaction tricyclic 
1, N6-ethanoadenosine III is formed. The latter reaction is new in 
heterocyclic organic chem. and is strongly catalyzed by the mono-anions of 
phosphoric and arsenic acid and, less strongly, by the acetate anion. 
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or an optical isomer thereof wherein R.sup.l and R.sup.2 are the same or 
different and are an alkyl or alkenyl group of 6 to 24 carbon atoms; 
R.sup.3, R.sup.4 and R.sup.5 are the same or different and are alkyl of 
1 to 8 carbon atoms, aryl, aralkyl of 7 to 11 carbon atoms, or when two 
or three of R.sup.3, R.sup.4, and R.sup,5 are taken together to form 
quinuclidino, piperidino, pyrrolidino, or morpholino; n is 1 to 8; and X 
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AB A sulfonyl compound of the formula ##STR1## The above illuminated 

formula (I) undergo bimolecular condensation by the condensing agents 
and easily form simple metal salts especially metal complexes which act 
as combatting viruses and inhibiting tissue growth. 
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AB This invention relates to compounds of the formula ##STR1## or an 

optical isomer thereof wherein R.sup.l and R.sup.2 are the same or 
different and are an alkyl or alkenyl group of 6 to 24 carbon atoms; 
R.sup.3, R.sup.4 and R.sup.5 are the same or different and are alkyl of 
1 to 8 carbon atoms, aryl, aralkyl of 7 to 11 carbon atoms, or when two 
or three of R.sup.3, R.sup.4, and R.sup.5 are taken together to form 
quinuclidino, piperidino, pyrrolidino, or morpholino; n is 1 to 8; and X 
is a pharmaceutically acceptable anion. 
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This invention relates to compounds of the formula ##STR1## or an 



optical isomer thereof wherein R.sup.l and R.sup.2 are the same or 
different and are an alkyl or alkenyl group of 6 to 24 carbon atoms; 
R.sup.3, R.sup.4 and R.sup.5 are the same or different and are alkyl of 
1 to 8 carbon atoms, aryl, aralkyl of 7 to 11 carbon atoms, or when two 
or three of R.sup.3, R.sup.4, and R.sup.5 are taken together to form 
quinuclidino, piperidino, pyrrolidino, or morpholino; n is 1 to 8; and X 
is a pharmaceutically acceptable anion. 
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Whereas sitosterol and 24 (28 ) -methylene cycloartanol were competitive 
inhibitors (with Ki-26 micromole and 14 micromole, respectively) , 
24 (R, S) -25-epiminolanosterol was found to be a potent non-competitive 
inhibitor (Ki=3.0 nM) of the S-adenosyl-L-methionine-C-24 methyl 
transferase from sunflower embryos. Because the ground state analog, 
24 (R, S) -oxidolanosterol, failed to inhibit the catalysis and 
25-azalanosterol inhibited the catalysis with a Ki of 30 nM we conclude 
that the aziridine functions in a manner similar to the 
azasteriod (Rahier, A., et al., J. Biol. Chem. (1984) 259, 15215) as a 
transition state analog mimicking the carbonium intermediate found in the 
normal transmethylation reaction. Additionally, we observed that the 
aziridine inhibited cycloartenol metabolism (the preferred 
substrate for transmethylation) in cultured sunflower cells and cell 
growth. 
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or three of R.sup.3, R.sup.4, and R.sup.S are taken together to form 
quinuclidino, piperidino, pyrrolidino, or morpholino; n is 1 to 8; and X 
is a pharmaceutically acceptable anion. 

CAS INDEXING IS AVAILABLE FOR THIS PATENT. 
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AB The control of wound healing in glaucoma filtration surgery (GFS) is 
reviewed. The mechanisms of wound healing (vascular permeability, 
clotting, cellular involvement, granulation tissue, scar formation and 
wound closure) are detailed. The inhibition of wound healing by 
steroids, NSAID, thrombolytic drugs, antineoplastic drugs,, colchicine, 
taxol, agents inhibiting collagen cross-linking and endogenous inhibitors 
is described. The requirement for GFS in glaucoma uncontrolled by 
beta-blockers, miotics, epinephrine-related drugs, carbonic anhydrase 
inhibitors and laser therapy is discussed. Delivery of drugs used in 
association with GFS is considered. 

ABEX Prednisolone acetate, triamcinolone, f luorometholone, dexamethasone and 

betamethasone reduce intraoculoar inflammation. The mechanisms of BW-755, 
benoxprofen, nordihydroguaiaretic acid, mepacrine, tranylcypromine, 
15-hydroperoxyarachidonic acid, N-0164, imidazole, burimamide and 
benzydamine are described. Urokinase and streptokinase are used in 
vitreous hemorrhage and hyphema; the former causes local inflammation and 
corneal toxicity. Tissue-type plasminogen activator appears promising. 
Subconjunctival 5-f luorouracil (FL) and instilled cytarabine are 
effective. Systemic FL causes lacrimal obstruction and cicatricial 
ectropion; local FL causes corneal epithelial defects, pain, redness and 
chemosis. Other antineoplastic drugs include mechlorethamine, 
chlorambucil, cyclosphophamide, melphalan, aziridine, alkyl 
sulfonate, carmustine, lomustine, semustine, triazene, streptozocin, 
methotrexate, mercaptopurine and thioguanine. Dactinomycin, daunorubicin, 
doxorubicin HCl, vinblastine, vincristine, bleomycin, mitomycin and 
plicamycin are not used ocularly because of neurotoxicity. Wound healing 
is inhibited by colchicine, taxol, aqueous humor, monocytes, sera, 
adenosine/ guanosine and their deoxy analogs, human leukemic 
cells and fibroblasts. GFS is required for uncontrolled rises in 
intraocular pressure or progressive visual loss despite 
maximally-tolerated drug and laser therapy. FL, bleomycin, 
dexamethasone, D-penicillamine and beta-aminoprioionitrile have been used 
after GFS to retard wound healing and reduce failure of the filtering 
bleb; dissolvable setons of bioerodable materials are the current best 
delivery systems. (W19/LF) (D.A.L.). 
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L*alkylation du NADP par 1 ' aziridine consiste en une 
substitution en Nl de 1' adenosine par un groupement amino-2 
ethyl. La reaction est etudiee en faisant varier la temperature, le pH et 
la concentration en aziridine 
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Receptor interconversion model of hormone action. II. 
Nucleotide-mediated conversion of estrogen receptors 
from nonsteroid binding to the lower affinity binding 
state 

Raymoure W.J.; McNaught R.W. ; Greene G.L.; Smith R.G. 
Scott Department of Urology, Baylor College of 
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Journal of Biological Chemistry, (1986), 261/36 
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Journal; Article 
United States 
English 
1986: 17210352 BIOTECHNO 

Two steroid binding states of an estrogen receptor 
equilibrium constants (K(d) values) R(x) (K(d) = 0. 
= 0.8 nM) have been identified and characterized in the hen and 
estrogen-stimulated chick oviduct. A third nonestrogen binding form of 
the receptor, designated R(nb), is now described which exists in 
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short-term estrogen withdrawn chick oviduct cytosol. A model is presented 
in which the receptor can be interconverted between the three states. The 
interconversion is monitored by Scatchard analysis, sucrose density 
gradient analysis, and affinity labeling using C . sup . 3H ! tamoxifen 
aziridine followed by receptor purification with estrogen 
receptor monoclonal antibody affinity chromatography and sodium dodecyl 
sulfate-gel electrophoresis. The results are consistent with each state 
existing in different conformations having a common molecular weight of 
approximately 66,000. This paper defines the conditions and nucleotide 
requirements for the R(nb) to R(y) conversion. The conversion to the 
steroid binding form is induced by ATP, ADP, and GTP. Cyclic nucleotides 
are ineffective. There is a specific requirement for Mg . sup . 2 . sup . +; 
neither Ca . sup . 2 . sup . + nor Mn. sup. 2 . sup. + will substitute. 
Nonhydrolyzable nucleotide analogues were tested for their relative 
efficiency to convert R(nb) to R(y) . Conversion occurred with 
a, p-methylene adenosine triphosphate, but 
p, y-methylene adenosine triphosphate and 
a, p-methylene adenosine diphosphate were inert. 

Thus, activation of R(nb) to form R(y) appears to be catalyzed by an 
event requiring the loss of the terminal phosphoryl moiety from either 
ATP or ADP. Receptor derived from conversion of R(nb) to R(y) has the 
same physical properties as native R(y) . Activation of R(nb) is to R(y) 
specifically; no increase in the R(x) form of estrogen receptor was ever 
observed. The accompanying paper similarly describes the R(x) to R(y) 
conversion. Since these data also explain observations made with 
glucocorticoid and with epidermal growth factor receptors, it is 
speculated that the receptor interconversion model may have general 
application to hormone action. 
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STUDIES ON THE BIOLOGIC ACTIVITY OF PURINE AND PYRIMIDINE 
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Biologic activity of purine-pyrimidine antimetabolites including 
6-thiopurines, azapurine, alpha-arabinonucleotides , carbolic analogs of 
nucleosides, purines and pyrimidines containing chemically reactive 
functions, deazapurines , and halopurines is reviewed. Among 9-substituted 
purines, 9-amino-6-mercaptopurine and some of its derivatives showed 
activity in the L1210 system comparable to 6-mercaptopurine (MP) and may 
owe their activity to in vivo conversion to MP. The responses of resistant 
cell lines indicated that the cytotoxicity of 2-azaadenosine is due both 
to its direct phosphorylation and to its conversion to 2-azahypoxanthine 
which is known to inhibit the growth of both microbial and mammalian 
cells. Carbocyclic analogs of nucleosides have a carbon-nitrogen bond 
joining the heterocyclic base to the cyclopentane ring comparable to that 
of simple alkyl derivative and, therefore, not susceptible to enzymatic 
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fission as is the glycosyl bond of true nucleosides. The activity of the 
monofunctional alkylating agent N- (2, 4-dinitrophenyl) aziridine 
provided the basis for the synthesis of some 6- ( 1-aziridinyl 
) purines^ which showed activity against adenocarcinoma 755, a tumor not 
normally sensitive to alkylating agents. The activity of 

N-methyl-N-nitrosourea suggested the incorporation of this moiety into a 
purine structure. The cytotoxicity of 3-deoxyadenosine is enhanced by 
2 * -deoxycoformycin, which is less effective with 9-beta-D- 
xylofuranosyladenine, even though both compounds are deaminated by 
adenosine deaminase at a significant rate. (175 Refs) 
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Nucleic acid related compounds . 
of adenosine to the first 2*,3*- 
aziridine- fused nucleosides, 
9- (2 , 3-epimino-2 , 3-dideoxy-p-D- 

ribof uranosyl ) adenine and 9- ( 2 , 3-epimino-2 , 3-dideoxy 

p-D-lyxofuranosyl ) adenine 
AUTHOR (S) : Robins, Morris J.; Hawrelak, S. D. ; Kanai, Tadashi; 

Siefert, Jan Marcus; Mengel, Rudolf 
CORPORATE SOURCE: Dep. Chem. , Univ. Alberta, Edmonton, 

SOURCE: Journal of Organic Chemistry (1979), 

CODEN: JOCEAH; ISSN: 0022-3263 
DOCUMENT TYPE: Journal 
LANGUAGE: English 

AB Treatment of 9- (2 , 3-anhydro-p-D-lyxof uranosyl ) - and 

9- ( 2, 3-anhydro-p-D-ribof uranosyl ) adenine with azide gave 
9- (3-a2ido-3-deoxy-p-D-arabinofuranosyl ) - and 9- { 3-azido-3-deoxy- 
p-D-xylof uranosyl ) adenine in good yields plus minor quantities of the 
2*-azido substitution products. Selective protection of the 5 ' -OH 
function, mesylation or tosylation of the 2 * -OH group, and reduction of the 
resulting trans-3 * -azido-2 * -sulfonate ester with intramol. 

displacement-cyclization provided the resp. fused-ring aziridine products, 
9- (2, 3-epimino-2, 3-dideoxy-p-D-ribof uranosyl ) - and 

9- (2, 3-epimino-2, 3-dideoxy-p-D-lyxof uranosyl ) adenine. Unusual UV, 
CD, and IH NMR spectral properties of these bicyclo [3 . 1 . 0] 
sugar-nucleoside systems are discussed. 
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Tisdale M.J.; Phillips B.J. 

Dept. Biochem., St. Thomas's Hosp. Med. Sch. , London SEl 
7EH, United Kingdom 

Biochemical Pharmacology, (1978) 27/6 (947-952). 
CODEN: BCPCA6 
United Kingdom 
Journal 

037 Drug Literature Index 

029 Clinical Biochemistry 

030 Pharmacology 
016 Cancer 
English 

Walker carcinoma cells resistant to growth inhibition by 5- 
aziridinyl-2 , 4-dinitrobenzamide (CB 1954) also show some degree of 
cross-resistance to the cytotoxic effect of N6, 02 * -dibutyryl 
adenosine 3\ 5 ' -monophosphate (dbcAMP) . Using DEAE-cellulose 
chromatography and a linear salt gradient the cAMP-dependent protein 
kinase, binding protein and phosphodiesterase from sensitive and resistant 
cells has been resolved into multiple forms. A type 1 enzyme which elutes 
at 0.03 M KCl is present only in sensitive cells and those with a low 
resistance to CB 1954. A type 2 enzyme which elutes between 0.15 and 0.28 
M KCl is present in all cell lines. There is a decrease in specific 
activity of the cAMP-dependent protein kinase, binding protein and 
phosphodiesterase with increasing resistance to CB 1954. The binding 
proteins from resistant cells were more sensitive to temperature than 
those from sensitive cells, suggesting a difference in conformation of the 
receptor. Both 2-mercaptoethanol and 5, 5 * -dithiobis (2-nitrobenzoic acid) 
increase the temperature sensitivity of the proteins with 
2-mercaptoethanol producing a greater effect on the proteins from the 
resistant lines. The cAMP-dependent protein kinase of resistant Walker 
cells exhibits an apparent K(a) for activation by cAMP 2.5-fold greater 
than that of sensitive cells. Heterologous reconstituted enzymes using 
separated subunits from sensitive and resistant cells show defects in both 
R and C subunits in resistant cells. 
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AB 



Thomas's Hosp. Medical Sch. 
19 (3) 375-381. 



Phillips B J 

Dept. Biochemistry, St. Thomas's Hosp. Medical Sch., London 
SEl 7EH, England. 
Chem Biol Interact, (1977) 
ISSN: 0009-2797. 

Journal; Article; (JOURNAL ARTICLE) 
English 

Hierarchical Classification of Proteins 
197806 

Entered STN: 19941107 
Last Updated on STN: 19941107 
The intracellular level of guanosine 3 5 * -monophosphate (cGMP) was 
measured in Walker carcinoma cells in tissue culture after treatment with 
various alkylating agents. At concentrations that caused a rise in the 
level of adenosine 3 *, 5 ' -monophosphate (cAMP) , chlorambucil (5 
ug/ml) and 5- ( 1-aziridinyl) -2 , 4-dinitrobenzamide (equitoxic 
concentration) both caused only a small (35%) elevation of cGMP, while 
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merophan (0.5 ug/ml) had no such effect. This suggests that any effect of 
cAMP is not outweighed by an equivalent rise in cGMP. Specific cytosolic 
binding of cGMP decreased with increasing resistance of Walker cells to 
alkylating agents, while the dissociation constant for binding increased. 
This was also observed with cAMP binding, which suggests that the same 
protein is responsible for binding both nucleotides. (17 Refs) 
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SOURCE: Biochemical Pharmacology, (1976) 25/21 (2365-2370) . 

CODEN: BCPCA6 
DOCUMENT TYPE: Journal 

FILE SEGMENT: 037 Drug Literature Index 

030 Pharmacology 
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LANGUAGE: English 

AB The effect of some alkylating agents on the activity of the 

adenosine 3,5 monophosphate (cyclic AMP) dependent protein kinase 
hase been studied in Walker cells sensitive and resistant to the cytotoxic 
action of such agents. Chlorambucil (5 lag/ml) caused an activation of 
the cAMP dependent protein kinase in sensitive Walker carcinoma cells 
which reached a maximum 1.5 hr after drug addition. Sephadex gel 
chromatography indicated that during this activation, the catalytic 
subunit of the protein kinase was released from the holoenzyme to the same 
extent as that measured in the crude supernatant of the tumor cells. The 
degree of activation was equivalent to that produced by 100 i^g/ml of 
N602 * dibutyryl cAMP. In contrast, the monof unctional N ethyl analogue of 
chlorambucil had no effect on the cAMP dependent protein kinase at a dose 
of 250 |j.g/ml. The protein kinase activity ratio in sensitive cells 
increased with increasing doses of chlorambucil and reached a maximal 
activation at a concentration of 5 |j.g/ml, which was sufficient to cause 
complete inhibition of tumour cell growth. A much larger dose of 
chlorambucil (100 yig/ml) was required to cause activation of the kinase 
in Walker cells resistant to this agent. Chlorambucil (25 ^.g/ml) also 
caused an activation of the cAMP dependent protein kinase in TLX5 cells, 
though the time scale of the activation differed for that found in Walker 
cells. Both merophan and 5 aziridinyl 2,4 dinitrobenzamide (CB 
1954) caused an increase in the protein kinase activity ratio of sensitive 
Walker cells. The increase caused by CB 1954 could be abolished by 4 amino 
2 phenylimidazole 5 carboxamide (2 phenyl ALC) , which reverses the tumour 
growth inhibitory action of CB 1954. The degree of stimulation of the 
cytosolic protein kinase by saturating concentrations of cAMP, and the 
apparent dissociation constant for cAMP bound to protein kinase decreased 
with increasing resistance of the cell lines to alkylating agents. These 
results suggest that the biological effect of the increase in cAMP in 
sensitive Walker cells induced by the alkylating agents is mediated 
through a protein kinase. 

L3 ANSWER 45 OF 60 CANCERLIT DUPLICATE 12 

ACCESSION NUMBER: 77804046 CANCERLIT 



27/03/2003<L> 16:28 



Page 37 



DOCUMENT NUMBER 
TITLE: 



AUTHOR: 

CORPORATE SOURCE: 
SOURCE: 

DOCUMENT TYPE: 
LANGUAGE : 
FILE SEGMENT: 
ENTRY MONTH: 
ENTRY DATE: 



AB 



77804046 

ALTERATIONS IN ADENOSINE 3 ' , 5 ' -MONOPHOSPHATE-BINDING 
PROTEIN IN WALKER CARCINOMA CELLS SENSITIVE OR RESISTANT TO 
ALKYLATING AGENTS. 
Tisdale M J; Phillips B J 

Dept. Biochemistry, St. Thomases Hosp. Medical Sch., London 
SEl 7EH, England. 

Biochem Pharmacol, (1976) 25 (16) 1831-1836, 
ISSN: 0006-2952. 

Journal; Article; (JOURNAL ARTICLE) 
English 

Hierarchical Classification of Proteins 
197705 

Entered STN: 19941107 
Last Updated on STN: 19941107 
The binding of **3H-adenosine 39, 59-monophosphate (cAMP) was 
measured in the 100,000 x g supernatants of Walker carcinoma cells of 
tissue culture lines having different degrees of resistance to alkylating 
agents. Compared to sensitive Walker carcinoma cells, the resistant cells 
demonstrated reduced binding of cAMP at pH 6.5 and pH 4.0. Reduced binding 
was observed in cells made resistant to either chlorambucil or 5- 
aziridinyl-2, 3-dinitro- benzamide (CB 1954), although the CB 
1954-resistant lines showed a greater loss of binding activity. There was 
some lowering of binding when equal amounts of cytosols from sensitive and 
CB 1954-resistant cells were mixed, but little difference in binding when 
sensitive and chlorambucil-resistant cytosols were mixed, suggesting the 
possibility of an inhibitor to cAMP binding in the CB 1954-resistant 
cytosols. Dialysis of the cytosols made little difference in cAMP binding, 
suggesting that endogenous levels of cAMP were not involved. The binding 
by both sensitive and resistant cytosols had the same pH optimum (approx 
4.0). An increased cAMP phosphodiesterase activity in sensitive and 
resistant lines did not account for the decreased cAMP binding in the 
resistant cytosols, since the activity of the high affinity form of this 
enzyme was the same in CB 1954-sensitive and resistant lines and less in 
the chlorambucil-resistant line than in the sensitive line. Scatchard 
analysis suggested the presence of two sites in all cell lines with 
dissociation constants (Kd) of approx 1-5 x 10**-9M and Kd of approx 3 x 
10**-8M. Walker carcinoma cells with acquired resistance to either CB 1954 
or chlorambucil showed some cross resistance to the cytostatic effect of 
cAMP analogs and of other alkylating agents. (25 refs) 
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The effect of alkylating agents on adenosine 3*, 5' 
monophosphate metabolism in Walker carcinoma. 
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AB The effect of some alkylating agents on the activity of the enzymes 

adenylate cyclase and cyclic 3,5 nucleotide phosphodiesterase has been 
studied using Walker carcinoma cells in tissue culture. The monof unctional 
agent 5 aziridinyl 2,4 dinitrobenzamide (CB 1954), which has 
previously been shown to elevate the level of adenosine 3,5 
monophosphate (cyclic AMP) in sensitive Walker cells, has been shown to 
have no effect on the activity of adenylate cyclase either in the presence 
or absence of the protecting agent 4 amino 2 phenylimidazole 5 carboxamide 
(2 phenyl AlC) . Chlorambucil (p N,N{di 2 chloroethylamino) phenylbutyric 
acid) (5 M-g/ml) while having no effect on either the basal or fluoride 
stimulated adenylate cyclase activity caused an inhibition of the high 
affinity form of the cyclic AMP phosphodiesterase which reached a maximum 
after 1 hr. This was accompanied by an increase in the intracellular level 
of cAMP which was proportional to the dose of chlorambucil up to a maximal 
2 fold increase at 6.4 ^g/ml, a dose which caused complete inhibition 
of cell growth. Further increases in the concentration of chlorambucil up 
to 100 )xg/ml caused no further increase in cAMP level. Merophan (DL o 
N,N(di 2 chloroethylamino) phenylalanine) (0.5 ng/ml) similarly caused 
an inhibition of the low K(m) form of the phosphodiesterase, but the rate 
of inhibition was slower than that observed with chlorambucil. The 
molecular forms of the cAMP phosphodiesterase in Walker cells sensitive or 
resistant to chlorambucil have been resolved using Sepharose 6B gel 
chromatography. The resistant lines displayed a reduction in the specific 
activity of the high affinity form of the enzyme which was accompanied by 
a shift to lower molecular weight forms. This could explain the lack of 
effect of chlorambucil on cAMP levels in Walker cells with acquired 
resistance to this agent. 
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DOCUMENT NUMBER: 81:91872 

TITLE: Synthesis of purine nucleoside 6-sulfonates 

AUTHOR (S ) : Rackwitz, Hans R. ; Scheit, Karl H. 

CORPORATE SOURCE: Abt . Mol . Biol., Max-Planck-Inst . Biophys . Chem. , 

Goettingen, Fed. Rep. Ger. 
SOURCE: Chemische Berichte (1974), 107(7), 2284-94 

CODEN: CHBEAM; ISSN: 0009-2940 
DOCUMENT TYPE: Journal 
LANGUAGE: German 
GI For diagram(s), see printed CA Issue. 

AB The purinethiones I (R = H, P03H2, or triphosphate; Rl = H or NH2 ; R2 = H 
or OH) reacted with S032- in the presence of 0 to give 100% II (R3 = S03-) 
(III) . Ill (R = H, Rl = H or NH2, R2 = OH) reacted with NH40H to give 
adenosine and the corresponding diamine derivative, resp. Ill (R = H 
or P03H2, Rl = H, R2 = OH) reacted with aziridine to give II (R3 
= 1-aziridinyl) . Ill (Rl = NH2) fluoresced with high quantum 
yields on excitation in the near uv. The formation of III (R - H) on 
irradiation of I at 235 nm in the presence of O was proved by fluorescence 
absorption spectroscopy and by comparison with authentic material. 
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PATENT ASSIGNEE(S): (RIES-I) RIESZ E 

COUNTRY COUNT: 1 
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PATENT NO KIND DATE WEEK LA PG 



DE 1695661 A 19710429 (198451)* 12 
APPLICATION DETAILS: 

PATENT NO KIND APPLICATION DATE 



DE 1695661 A DE 1967-R407674 19671222 



PRIORITY APPLN. INFO: DE 1967-R407674 19671222 

AN 1984-313106 [51] WPIDS 

AB DE 1695661 A UPAB: 19930925 

1, 3, 5-Triazine derivs . of formula (I) are new. n=l or 2; x, y, z=residue of 
adenine, guanine, cytosine, adenosine, guanosine, cytidino, 
ribosamine or deoxyribos amine or a mono- or polyphosphate of one of these 
cpds . , glucosamine, a protein constituent, or a protein fraction with 
antibody activity, the residue being linked via an N-atom; Y and Z can 
also be CI, Br, OH or the residue of beta-haloethylamine, beta, 
beta-dihalo-diethylamine, aziridine/ ethanolamine or 
diethanola-mine . 

USE - Chemotherapy cancer and virus diseases. 

0/0 
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In rats with 11-23-d-old (average 15-d-old) Shay myelomas, P,P-+bis(l- 
aziridinyl) phosphinyllphenylurea (C-73; 6-20 mg/kg sc x 1) caused 
no tumor regression and no significant changes in the contents of 
nicotinamide adenine dinucleotide (NAD) , adenosine monophosphate 
(AMP), adenosine diphosphate (ADP) or adenosine 

triphosphate (ATP) after 2-4 d. At 15 mg/kg, C-73 caused almost complete 
tumor regression in 8 d, with significant decreases in NAD, ADP and AMP 
levels. Complete tumor regression, which was noted with 20 mg/kg of C-73, 
was accompanied by decreases in the NAD, ADP, AMP and ATP contents. In all 
groups, the contents of dihydroxyacetone phosphate and fructose 
diphosphate remained constant. It is suggested that C-73 may inhibit tumor 
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growth by interfering with enzymes involved in the synthesis of NAD and 
the adenosine phosphates, not by its effect on glycolysis. 
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AB In patients with chronic granulocytic (CGL) or lymphocytic leukemia (CLL) , 
the nicotinamide adenine dinucleotide (N7VD) and adenosine 
triphosphate (ATP) contents of isolated WBC were abnormally high before 
treatment. The NAD contents of the WBC decreased significantly within 2-5 
d after admin of P, P-+bis ( 1-aziridinyl) phosphinyllphenylurea 
(C-73; 0.7 mg/kg x 1 po) in 10/11 patients with CGL; in 8/10, this 
decrease of NAD was associated with a significant decrease of the elevated 
ATP content of the WBC. Continued admin of C-73 induced complete 
remissions (CR) in 5/11 and partial remissions (PR) in 6/11 with CGL. 
Busulfan (B; 0.6 mg/kg x 1 po) caused a significant decrease in the NAD 
and ATP contents of the WBC in 10/14 and 5/14 patients, resp, with CGL, 
but this decrease was neither as large nor as rapid as in patients treated 
with C-73. Continued admin of conventional doses of B induced CR in 5/14 
and PR in 8/14 with CGL. The lymphocyte NAD content decreased 
significantly in 16/18 patients with CLL after C-73 admin. (0.7 mg/kg x 1 
po) , but lymphocyte ATP values remained unchanged in 7/7 patients 
investigated. C-73 induced CR in 11/18 and PR in 5/18. Cyclophosphamide 
(C; 20 mg/kg x 1 iv) had no effect on the NAD or ATP contents of WBC from 
6/6 patients with CLL, but continued admin of C (200 mg/d iv x 6 wk) 
induced CR in 4/6 and PR in 2/6. 
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Histochemical modifications of nucleic acids, 
5 * -nucleotidase, alkaline phosphatase, and ATP 
(adenosine triphosphate) in cervical carcinoma after 
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Gasparri, F. ; Battaglia, G. B. ; Periti, P. 
Univ. Florence 

Boll. Soc. Ital. Biol. Sper. (1963), 39(24), 1644-6 
Journal 
Unavailable 

In patients with cervical carcinoma in various surgical stages ribonucleic 
acid (RNA) , deoxyribonucleic acid (DNA) , 5-nucleotidase (I), alkaline 
phosphatase (II), and ATP were evaporating histochem. in biopsies before and 
after treatment with tris (ethylenimino) benzoquinone . The compound was 
administered intravaginally (0.1 mg. daily, twice). In most cases RNA, 
DNA, I, and II were reduced. No clear alteration in the ATP level could 
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be observed., which may be caused by the unreliable histochem. determination of 
ATP. 
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DOCUMENT TYPE: Journal 
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AB cf. CA 55, 1500b. Aziridino-3 , 5, 6-trichloro-l, 4-benzoquinone and 

MeCH (NH2) C02Et in 5 hrs . at room temperature in MeOH gave nearly 100% 

2. 5- di [N- (a-alanyl )] -3, 6-dichloro-l, 4-benzoquinone di-Et ester (I), 
m. 167-8**. Similar reaction in the presence of Et3N gave in 2 hrs. 

13% above product and 40% brown 2- (N-alanyl ) -5-aziridino-3, 6-dichloro-l, 4- 
benzoquinone Et ester, m. 115-16**, which treated with alanine Et 
ester in MeOH changed rapidly to the former product. Similarly, alanine 
Me ester gave 20% 2 , 5-di-N-alanyl-3, 6-dichloro-l , 4-benzoquinone di-Me 
ester (la), which had 3 crystalline forms: green-yellow, turning pink at 
130**, m. 178-9°; less soluble red needles, m. 178-9° 

(MeOH) ; and yellow needles, m. 142-4° (more soluble than other forms) . 
Also formed was 45% brown 2- (N-alanyl ) -5-aziridino-2, 6-dichloro-l, 4- 
benzoquinone Me ester, m. 121-2°. 2 , 5-Dia2iridino-3, 6- 
dichlorobenzoquinone (II) and a-alanine Et ester in EtOH-Et3N at 
60-5° gave 15% I, regardless of duration of the reaction; 

2. 6- diaziridino-3, 5-dichloroben2oquinone (III) gave but 10% I under 
similar conditions. II and a-alanine Me ester gave 16% la, also 
formed in a similar reaction with III. Chloranil and a-alanine Et 
ester in EtOAc in 2 hrs. at 70° gave 50% I, while a-alanine 

Me ester gave 46% la. 2-Aziridino-3, 5, 6-trichloro-l, 4-benzoquinone and 5% 

HCl gave in 2 hrs. 100% brown p-chloroethylaminotrichloro-p- 

benzoquinone, m. 107-8°. II similarly gave 100% 

2, 5-bis (2-chloroethylamino) -3, 6-dichloro-p-benzoquinone, m. 

209-10°; the reaction with 18.5% HCl required but about 4 min. 

Similarly was prepared 100% green 2, 6-bis ( 2-chloroethylamino) -3, 5-dichloro-p- 
benzoquinone, m. 129-30°. 
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SOURCE: Z. Naturforsch. (1961), 16b, 792-801 

DOCUMENT TYPE: Journal 
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AB 2, 3, 5-Tris (ethylenimino) benzoquinone inhibited anaerobic glycolysis and 

synthesis of alanine-C14. The adenosine triphosphate content of the cells 
decreased by 80%, and the adenosine monophosphate increased slightly. 
Further incubation resulted in a decrease in total nucleotide content. 
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Nicotinamide interfered with the inhibition of glycolysis. 
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Metabolism of rat ascites tumor with nitrogen 
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P32-incorporation into ribonucleic acid in vitro 
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Univ. Tokyo 

J. Biochem. (Tokyo) (1961), 50, 355-61 
Journal 
Unavailable 

P32-incorporation into ribonucleic acids (I) of the 
cells of Yoshida sarcoma, rat ascites hepatoma, AH 130 (N-mustard 
(II ) sensitive) , and AH 7974 ( Il-resistant ) strains, grown in Krebs-Ringer 
medium containing 5% glucose, is accelerated by the addition of ascitic fluid 

serum of the rats bearing resp. tumors, by pressed juice of regenerating 
liver of tumor-free rat, or adenosine triphosphate (ATP) . P32 is 
incorporated to guanylic and cytidylic acids of I of the tumor cells at 
higher rates than that to adenylic and uridylic adds. The addition of 10-3M 
II lowers P32 incorporation to I of AH 130 and, to a lesser extent, that 
to adenylic and uridylic acids of I of AH 7974. 

Triethyleniminothiophosphoramide (10-3M) inhibits P32 incorporation to I 
in both AH 130 and AH 7974. These inhibitory effects are counteracted by 
ATP. 
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The influence on the energy balance of tumor cells by 
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Journal 
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Observations were made on the effect of various 
concns . of Trenimon (I) on the energy-producing reactions and energy 
storage in Ehrlich and Yoshida ascites cells. O uptake during energy 
production in the presence of glucose, with or without the presence of 
O.OIM nicotinamide, was reduced by 2 ixM I . Aerobic glycolysis was 
activated at a 4 \M concentration of I and was inhibited at an 8 mM 
concentration 

The inhibiting effect at this concentration cannot be due to a reduction in 
hexokinase activity. The concentration of nicotinamide adenine dinucleotide 
(NAD) and adenosine triphosphate (ATP) were both reduced in Ehrlich 
ascites cells by I. The neutralization of oxidative phosphorylation, as a 
result of the influence of I on the P/0 ratio, was not related to the 
antitumor effect of I. 
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New aziridine derivatives are cofactors for 
methyltransf erases, useful for modifying target molecules 
Pignot M; Weinhold E 

(PLAC)MAX PLANCK GES FOERDERUNG WISSENSCHAFTEN . 
WO 2000006587 Al 20000210 49p 
WO 1999-EP5405 19990728 
EP 1998-114201 19980729 
Patent 
English 

2000-195253 [17] 
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Oligonucleotides AAZ91031 and AAZ91032 represent examples of target 
oligonucleotides for S-adenosyl-L-methionine-dependent (SAM) 
methyltransf erases (MTase) using a novel cofactor comprising an 
aziridine derivative. The novel aziridine derivatives, 
or compounds containing them, can be used as cofactors for the 
modification of target molecules such as nucleic acid molecules (e.g. 
DNA, RNA or hybrids), polypeptides (e.g. a protein or a fusion protein 
comprising a methylation site) , synthetic polymers and small molecules 
(e.g. lipids ) . 
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AB Oligonucleotides AAZ91031 and AAZ91032 represent examples of target 
oligonucleotides for S-adenosyl-L-methionine-dependent (SAM) 
methyltransf erases (MTase) using a novel cofactor comprising an 
aziridine derivative. The novel aziridine derivatives, 
or compounds containing them, can be used as cofactors for the 
modification of target molecules such as nucleic acid molecules (e.g. 
DNA, RNA or hybrids), polypeptides (e.g. a protein or a fusion protein 
comprising a methylation site) , synthetic polymers and small molecules 
(e.g. lipids ) . 
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Isoxazole (3, 4-b) pyridine-5-ketones of formula: (where Rl is H or alkyl; 
Rll and R3 = H, alkyl, Ph-alkyl, alkylaminoalkylene or R5R6- substd. Ph 
where R5 and R6=Hal or CF3, or NR11R3 = R7R8-substd. aziridinyl, 
-pyrrolidino, -piperidino, -pyrazolyl, -pyrimidyl, -pyrazidinyl, 
-piperazinyl, R7 and R8 being alkyl or HO-alkyl; R4 = alkyl, 
cycloalkyl, or opt. substd. Ph, all opt. substd. with HO or HO-alkyl) . 
Specifically R1-R4 = alkyl; Rll = H and R1,R3 = alkyl; Rl and R4 = Me with 
R3=Bu. The cpds . and their acid addition salts are CNS transquillisers and 
antiasthmatic agents increasing the intracellular concentration of 
adenosine-31, 51-cyclomonophosphate . Preparation is by reaction of 
primary or sec. amines with 5-acyl-4-Cl-isoxazolo ( 3 , 4-b) pyridines . 
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AB Room- temperature treatment of persilylated 6-chloro-9-$b-D-ribof uranosyl- 
purine with a variety of aliphatic and aromatic amines, in the presence of 
Pd2(dba)3, BIANP and base, leads to N%6&-substituted adenosine 
analogues in fair to good yields. Coupling of chloropurine with a chiral 
aziridinyl diester is applied in the synthesis of a potential 
adenylosuccinate lyase inhibitor. 
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